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AC-060A202 CRF Overview 


Collection of data on 3 different documents: 


1.Core CRF 


2. Additional Pages Binder 


3. Questionnaire Booklet 


— ACQ 
— AQLQ(S) 
— Nasal Symptoms VAS 


AC-060A202: CONTROL — CRF Completion 


Only for randomized patients 
To be completed: 
- by the PI or co-investigator 
- using a digital pen 


For each screened patient 


* To be completed: 


- mainly by the patient, but 
partly by site staff 


- using a regular ink pen 
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a's 


‘s ACTELION 
Additional Pages Pads 


Contains additional pages for 


¢Unscheduled Visits 


€ pereuuon 


wees «Adverse Events 


Asthma 


AC-060A202 


*Concomitant Medications 


Pages have no BARCODE. 


oagal = 


telion Pharmaceuticals Ltd 
50a 202 


Unscheduled Visit 


Lops Litit 
ite Number Subject Numbe 


Ne che 


conmsares 
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i) 
iM) 


‘s ACTELION 


Core CRF Completion Instructions (1/2) 


- Complete a CRF only for patients who have been randomized 
— No CRF for screening failure patients 


- Only authorized person should complete the CRF 
— Only PI or co-investigator can sign on the study completion page 


- Complete the CRF using a digital pen (DP) only 


— One DP will be provided to the site at initiation visit 
— The DP must be used for all entries and corrections 
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Core CRF Completion Instructions (2/2) 


- Write clearly and use only the Digital Pen jor) jo) es Oy p 
- Use letters for the month in English: 


- Do not leave fields empty. Use a leading “0”: Lit AKO ?| ey heb d | 2 


- Use the 24-hour clock (e.g. Noon = 12:00; 4.15PM = 16:15; 
Midnight = 24:00) 


- If you do not have data there are 2 possibilities: MLN, C, 
— NK/NKK = Not Known 
— ND = Not Done 


¢ Errors should be crossed out using a single line (e.g., mistake) 
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Page “0” (Cover page) 


Barreto 


vanced Medicine 


On the randomization day, please 
enter the following information 
with DP: Actelion Pharmaceuticals Ltd 


Case Report Form 
Site No. 
(4 digits allocated by Actelion) 


ACT-129968 
Asthma 


Protocol AC-060A202 


Subject No. 


(5 digits allocated by ICON at the time of 
screening via IVRS/IWRS) 


CONTROL: CRTH2 antagONist TReatment to contrOL asthma 


sulti-center, double-blind, placebo-controlled, parallel-group study > = 


Randomization No. 


(4 digits allocated by ICON at the time of 
randomization via IVRS) 


This page 0 (incl. barcode) will link 
the CRF and the subject number. ai 
6 BARCODE 
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S ACTELION 


Core CRF 
All pages 


Actelion Pharmaceuticals Ltd 


AC-060A202 — 
Visit 1 


Screening 


For sponsor 
use:onlys 


Tick if page is empty{_]} ie Rees : 


Tick if page is empty 
(filled by the investigator) 
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Core CRF 
All pages 


“Redstrip” on the right hand site of the CRF is 
exclusively reserved for the RM/Actelion 
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S ACTELION 


Skin prick test (SPT) — Visit 1 
Visit 1 


- Record allergen extract that had the largest mean wheal diameter from all 
tested allergen extracts. 


Vv If the patient is on immunomodulatory therapy for the allergen producing the 
largest wheal, record the second largest mean diameter. 


Skin Prick Test 


Allergen extract | Ho AS? dust | 


Mean wheal diameter 4.0 mm 
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Skin prick test (SPT) —Visit 7(EOT) 


Visit 7: If positive at Visit 1 Test only one allergen extract which was the 
largest mean wheal diameter at Visit 1. If on immunomodulatory Therapy: 


On Skin Prick test Test only the largest 


immunnomodulatory 
therapy (IT)? 


allergen extract at V1 


re Por 2 
positive at Visit 1% and record same as V1 


Tick "Not applicable" 
No| and do not test at V7 


Skin Prick Test 


Allergen extract 
Mean wheal diameter mm 


Test the largest allergen other than 


the allergen for the IT at V1 (even it 
was negative at V1) and record 


Yes 
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s Asthma-Specific Treatment 


History (last 6 months) — Visit 1 


Record all asthma-specific treatment within 
6 months prior to the screening 


Use only generic name of the medication, 
except for combination drugs. 
— For combination drugs, enter the generic 


name and put the brand name in 
parenthesis. 


Record unit as weight (e.g. mg, ug), not 
tablets or capsules. 


For “as-needed basis” reliever medication, 


enter “PRN” instead of the dose and leave 
the unit blank. 
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| Actelion Pharmaceuticals Ltd 
| AC-OHDAZ02 

Visit 1 
Screening 
| pee 8 
i Tick if page is empty (_] i . 


Previous Asthma-Specific Treatment History (Last 6 months) 


Modication (generic name) Route Reason Total Dally Dose ‘ 

LMoutelutact [LE _} Aastha LE oe 

Start Date YOVCTVOY| ena date YSIS VA 
[dd mmm = yy [dd mmm yy) 

2. Bice SOMME } LAVET) Asthma 


Start Date WAEWIMEM AE) End Date PAS Hy / GAA 
dd 


[dd mem yy it mmm = yy) 


os) 
Oe: 
z 
SDV 


5.1 J 


Stat Date |i | i414) EndOateLy}rit it 
fod mmm wi (od 


mem yy) 


6. J) LoS Asthms Luo 
Start Date End Date Unit 
(id mmm yw) 


I 
(ed ng | 


7.1 he i } Asthma 
Start Dale End Date J Unit 
kd mm wi 


(sd mmm yy) 


Ho jin sole 2080 90/80 Te 


Confdental 
Final Version — 27-Jub10 
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Study drug administration and PK sampling 
- Visit 3-7 and Unscheduled Visits 


Study Drug Admin —- Last 24hrs: 


eEnter the date of the last morning dose and 
the date of the last evening. 


eEnter the number of capsules taken by the 
subject at each dose 


PK Sampling: 


*This is the trough pre-morning dose PK 
sampling that should be collected from 
ALL patients 


*Enter the date and time of sampling 
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Study Drug Administration — Last 24 hours 


Date of Number of capsules 
administration administered 
Last morning dose Og AP RIAN Y 
{d mmm —syy 
Last evening dose aig Ri Af) _—a 
{d mm yy) 
PK Sampling a | 
CHK 
Date of sampling | ADAP k fif| Time ASA re a Se 
{d mmm yy] {hh mm] Sg 
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S ACTELION 
PK-CM Sub-study — Visit 4 & 5 


Actelion Pharmaceuticals Ltd 
rr Visit 5 / Week 4 
PK-CM Study 
Tick if page is empty [_] 


- Only complete this page if patient is 
participating in the PK-CM sub-study. 


Study Drug Administration — Morning 


nw uf 
Aho VA 


- Enter the starting time nl ed 
Number of capsules administered (ACT-128958/Placebo) 7 


— Complete meal should be consumed within 
the 30 min before drug administration 


Blood Sampling for PK-CM Sub-study (fed) 

(r@lative to x, Se a cushines _ - — 
- Enter the date at least for 0.5h sampling. a 
If all samples are taken on the same day, a 


leave the subsequent date fields empty. sh 


6h 


n 
12h 


- Enter the “actual” time and not the 
scheduled time. 


1 


AC-060A202: CONTROL — CRF Completion Investigators Meeting, Barcelona — 20 & 21 January 2011 


STRICTLY CONFIDENTIAL - NOT FOR DISTRIBUTION 


Adverse Event CRF 


Actelion Pharmaceuticals Ltd 
AC-060A202 
Adverse Event 


- Record the diagnosis and onset date. re taps ony | 
— If there is no diagnosis, enter the most ee 


sane TT 
‘ CS, ee 


- If yes (= serious), complete an SAE form “= a lla, 
and report to Actelion Drug Safety (within ve 
24 hours of the investigator’s first i ccna 


ot emporarily interrupted 
k | d Moderate [_] Permanently discontinued [_} 
n OW e g e) Severe Not applicable [_] 
Not applicable [_] 


Outcome 


Resolved without sequelae WZ Date UAL AR 1 ff: 


(dd mmm yy] 


- Not applicable in this study Ractved wht sequtee om Li 


is mmm yy) 


Not resolved [_] 
Death [ 
UnknovavLost to follow-up [_] 


- This has to be assessed in each AE. Fink Reena haaatici 


. . . Is the adverse event reported above a clinical asthma exacerbation as per protocol 
— Clinical asthma exacerbation always needs denon 2 deteraaon of asta ears Yemen wih coroner, 
to be recorded as an AE. pee 
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i) 
iM) 


‘. ACTELION 
AE/SAE Follow-up 


- AEs still ongoing 4 days after treatment must be followed up until: 
— Thirty days after stopping study drug 
— Resolution 
— Stabilization 
OR 
— The event is otherwise explained 


- SAEs still ongoing at the EOS visit must be followed up until: 
— Resolution 
— Stabilization 
OR 
— The event is otherwise explained 
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G7 
4 
4 


S ACTELION 
Concomitant medication 


- List all medications between Visit 1 ag, ae 
(Screening) and Visit 8 (EOS), except tear ian 
study drug. isan airs 
- Use only generic name, except for combi. w_Actroua $tahin | 1 po | 201 a 


- Record unit as weight (e.g. mg, Ug). 


- Anew entry must be made every time 
the daily dose changes. 


Start Date pulse End Date [LIK Adi /y | Reason |_ FA 17p a0. | 
SDV 


- “Salbutamol/albuterol” should be SL SA Phi tones | Lisi? aia TS 
j if itt 1 / \M/)/) Reason ph ees e 
included if it is taken by the patient. heh or a nd 
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mpletion or Permanent SS ACTELION 
Discontinuation 
- This page must be completed for all 
patients. 
>If patient discontinued during treatment ae v_Study Completion 


then tick “NA” 


> Discontinuation details 
recorded on study drug log 


>If patient completed 12 weeks 
treatment and 2 weeks run-out answer 
“Yes” 


>If patient completed 12 weeks 
treatmemnt but did not complete 2 
weeks run-out answer “No” and Stara am oe se somone a So 
complete date and reason for 
discontinuation 
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Investigator or Co-Investigator Statement 


STRICTLY CONFIDENTIAL - NOT FOR DISTRIBUTION 


ie Study Drug Log 


Study Drug Log as punmunn i 


Tick if page is empty (_] 


- Complete one line each time if drug admin. 


(incl. dose) is changed. inti _ 
— NOTE: Any dose change should be QuiAetue, Ueno 
avoided. 


xacerbation 


Adverse Event, except Clinical Asthma |X 
E 


Other (specify) 


- Interruptions should be for less than 4 days; 


UP id0,Vid OH YZorealp Death [ 


longer interruptions should be permanent Caplan tte wena 
discontinuation. ett nin at it : 
Adverse Event, except pag nite! 
Other (specify) [ 
- “Need for additional asthma treatment, not - 
vice oe: % : - gels pp eee] Death 
fulfilling Clinical Asthma Exacerbation gineneiaansnezene 
— The patient has asthma symptoms that in the a 
judgment of the investigator require additional eS ee 3 
asthma treatment, but not clinical asthma —_—— rr 
exacerbation 
18 ra a sate = 
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G7 
t 

} 
4 


. ACTELION 
Questionnaire Booklet — Instructions 


- To be completed by each screened patient from Visit 1 
(Screening visit, after the ICF signed) in their own 


handwriting using a regular ink pen. 


- To be completed prior to any other assessments at ACTELION 
each visit a 


ACQ/ AQLQ(S)/ VAS 
Questionnaire - U.S. (English) 


ACT-129968 


Asthma 


- Prior to randomization at Visit 2, all subjects should sacenicaicen 
complete the questionnaire for the Visit 2. nel 


¢ If a patient is randomized, the randomization number from 
the IVRS/IWRS should be entered in the cover page of the 
questionnaire booklet. 


BARCODE ~ 


¢ If a patient is not randomized, the used questionnaire 
booklet/binder should be kept as a source document at the 
site, but not be sent to the sponsor. 
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ACQ (Asthma Control Questionnaire): Example 


To be filled by site staff 
[TN 


Actotion Pharmaceuticals Ltd 
AC-060A202_Q 


- Seven questions, one-week aia” aa 
recall 


Tick # page is empty (~) 


Date of Visit AUAALR As 


ASTHMA CONTROL QUESTIONNAIRE (ACQ)® 


Please answer questions 1 - 6. 


Circle the number of the response that best describes how you have been during the past week, 


- Self-administrated by the patient aerate. 
at all study Visits and at all any sia iad 
U n sch e d U | ed Vi S I ts * Row ec eve your sottena eyrptonne 


Never 

Hardly ever 

A few times 

Several times 

Many times 

A great many times 

Unable to sleep because of asthma 


No symptoms 

Very mild symptoms 

‘) Mild symptoms 
Moderate symptoms 
Quite severe symptoms 
Severe symptoms 

Very severe symptoms 


Y One of the inclusion criteria 


MaAsGhio Maadnio 
t 


Not limited at all 

) Very slightly limited 
Slightly limited 
Moderately limited 
Very limited 
Extremely limited 
Totally limited 


In general, during the past week, haw 
limited were you in your activities 
because of your asthma? 


aasnenGlo 


None 

A very little 

A little 

A moderate amount 


. In general, during the past week, how 
much shortness of breath did you 
experience because of your asthma? 


Quite a tot 


A great deal 
A very great deal 


5) | To be filled in by patient (without anyadvicel) | 
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ACQ: Example (cont.) 


4é 
at 
4 
oy 


‘ ACTELION 


(Russian for Russia) 


To be filled in by patient (without any advice!) 


Actolion Pharmaceuticals Ltd 
AC-060A202_Q rats - 
Visit 1 / Screening 


AcCQ 


Tick # page is empty (f 


Not at all 

Hardly any of the time 

A litte of the time 

A moderate amount of the time 
A lot of the time 

Most of the time 

All the time 


In general, during the past week, how 
much of the time did you wheeze? 


Qnrwn-o 


None 

1 - 2 puffs/inhalations most days 

3 - 4 puffs/inhalations most days 

5 - 8 puffs/inhalations most days 

9 - 12 puffs/inhalations most days 

13 - 16 puffs/inhalations most days 

More than 16 puffs/inhalations most days 


On average, during the past week, 

how many puffs/inhalations of short-acting 
bronchodilator (eg. Ventolin/Bricanyl) have 
you used each day? 

(if you are not sure how to answer this 
question, please ask for help) 


0 
1 
2 
3 
4 
5 
6 


To be completed by a member of the clinic staff 


FEV,pre-bronchodilator: .......... 7 » > 95% predicted 
95 - 90% 
FEV, predicted: on 89 - 80% 

79 - 70% 
FEV % predicted cvwnnnsemranB- nt Dent, 69 - 60% 
(Record actual values on the dotted 59 - 50% 
lines and score the FEV; % predicted < 50% predicted 
in the next column) 


The Asthma Control Questionnaire (ACQ) is copyrighted and all rights are 
reserved. No part of this questionnaire may be sold, modified or 
reproduced in any form without the express permission of Elizabeth 
Juniper on behalf of QOL Technologies Limited 
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elion Pharmaceuticals Ltd 
p80A232_9 


Visit 1/ Screening 


ACQ 


Bueno, kakyi0 CTs BpeMeHn B TeYeHHe 
rocneaueh Hegenv y Bac Seu xpaneis 
mpyan? 


B anduen, 28 MOCNedHiOK HEDEMO, KOMbKD 
AoVenpeicKknBaHni GpoHxoaunaATatopa 
KOpoTkoro AevcTeKaA (HaNpHMEeD, 
Beporexa/finrexa) Boi nenanv kagoit aeHb? 
(Ecnu Bei com“eaaemece, 8 omeeme Ha amomM 
eonpoc — roxanydcma, o6pamumece 3a 

MO MOLb 10) 


Tick #pageis emoty () 


Hvvorga 

Quen penne 

PegKo 

Vinoma 

Shasvrenbyy 0 4acTs BpeMeHH 
PonasnAmuyie 4acTs epeweHi 
Bcé ema 


Hit agHoro 

OBnHHo 1 - 2 poabi/enpEicKnBaHnit 
O6bNHo 3 - 4 poaei/enperckneaHnA 
O6snHo 5 - 8 podenpeickveaHna 

OBnmHo $ - 12 noa/ enpeicKneaHnit 
OGsMHo 13 - 16 203/ enpeicKnBaHna 
O6bHHo Bones 4em 16 209 eipbicKneaHnih 


3anonHneTcA MeQuuMHCKMM paGoTHHKOM 


OB; no mpuieHeHuA 
Gpouxogunaratopa: 


fomxueit OOBs _. 


OB; 8 % oT gormkHora: ~ 
(YeakuTe chaxTHyeckne 2HaYeHHA HO 
MYHKTMDHEIX MMHMAX 4 CARATS QusHKy 
OOB, 8 % OT fomkHore 8 menyowem 
cronéug) 


> 95% oT aoMmKHOrO 
95 - 90% 
89 - 80% 
79 - 70% 
68 - 60% 
58 - 50% 
<50% oT pomHOre 


QOL TECHNOLOGIES LTD 


OpCkux npasax. Ox He MOET GLITL WaMeHSH, NPOAAK (B GymaxKHOM 


© ea no KOKTpont CumnTOMoOB acTmbI (ACQ) 3aujmuéx 3akoHom O06 
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OB ax ANA Kakux-n“u60 
A Gnuzabert Deynunep 
ent QOL Technologies 


ACTELION 
AQLQ (Asthma Quality of Life Questionnaire): Example 


Actofion Pharmaceuticals Lid 
AC-060A202_0 os - > 
7 Visit 2 / Randomization 


AQLQ(S) 


Tick # page Is emety [_] 


: Thirty-two questions in four ASTHMA QUALITY OF LIFE QUESTIONNAIRE 
domains (i.e., physical, emotional, WITH STANDARDISED ACTIVITIES (AQLQ(S))° 
social and occupational) pee ig kyl aaa 


HOW LIMITED HAVE YOU BEEN DURING THE LAST 2 WEEKS IN THESE ACTIVITIES AS A RESULT OF 


YOUR ASTHMA? 
Totally Eatrarranty Very Moderate Some AUte Not at al 
Urited Lived Lined Limkation Lanitaion Lietaton Usted 
e TWo-we e k reca | | . STRENUOUS ACTIVITIES oo, 
\ j 


(such as hurrying, exercising, 1 2 3 4 


bk 7 
running up stairs, sports) We ¢ 


. MODERATE ACTIVITIES 
(such as walking, housework, 
gardening, shopping, climbing 
stairs) 


7 Assessed by the patient at Visits . SOCIAL ACTIVITIES 
2,4, 5, 6, 7, 8 and at all any =" 


friends/relatives) 


Unscheduled Visits WORK-RELATED . -= +» & * 


ACTIVITIES (lasks you have 

to do at work*) 

“H you are not employed or sell-ernployed, these should be tasks you have to do most days. 
——~ 


5. SLEEPING 1 2 3 4 {f §] 6 


\ 
A 
SL 


HOW MUCH DISCOMFORT OR DISTRESS HAVE YOU FELT DURING THE LAST 2 WEEKS? 


A Very A Great A Geod Madansie Some Vory 
Great Dew Deal Dea Amount 


6. How much discomfort 
or distress have you felt over 
the last 2 weeks as a result 
of CHEST TIGHTNESS? 
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Nasal Symptoms VAS: Example 


- Patient report their nasal 
symptoms over the last 24 


Actelion Pharmaceuticals Ltd 
AC-060A202_0 oe 
Visit 2 / Randomization 


VAS 


h O u rs Tick # page is ampty [_} 
Nasal Symptoms Visual Analog Scale (VAS) 
‘ Assessed by th e patie nt at earphone ed te ker symptoms aver the last 24 hours by marking clearty 
Visits 2 through 8 and at all | 
any Unscheduled Visits a Bl ae 
For Clinical Staff use only: 
Visual Analogue Scale |_| mm 
To be filled in by site staff 
23 
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ACTELION 
Data Correction and Subject Statement: Example 


- If a patient makes a mistake and corrects data, fill in “Data Correction & Subject 
Statement” page 


- However, even if incompletion is found at a later date, patients cannot be updated. 


- The correction page will not be collected, and remain in the questionnaire booklet. 


pice aaa Ld Page: 12 
nomen Visit 2 / Randomization 
Data Correction & Subject Statement 


Actelion Pharmaceuticals Ltd 
AC-060A202_Q ses Pome? Tick if page Is empty 
Visit 2 / Randomization 


AQLQ(S) 


Data Correction Log & Subject Statement 
Tick if page is empty | Questionnaire name 


AQLQYS) [Xf VAS 


IN GENERAL, HOW MUCH OF THE TIME DURING THE LAST 2 WEEKS DID YOU: I J  aaras) CF] 


AQLQYS) 


Alot Most of A Good Sore of AUiect HardyyAny Nonecl 
the Time the Time Bt of the the Tine telTire cofhetine he Time 
Tire 


. Feel CONCERNED ABOUT ! aaLa(s) C] 
THE NEED TO USE 


AQLQ(S) 


} AQLas) 


MEDICATION for your \ 
asthma? AQLA(S) 


. Feel the need to CLEAR , AQLAIS) 
YOUR THROAT? } 


J AQLa(Ss) 


. Experience asthma — 
symptoms as a RESULT OF / AQLA(S) 
BEING EXPOSED TO ( / - 

DUST? J} AQLA(S) [| 


nartennm FIGRIC = aaLa(s} C] 
BREATHING OUT as a ] > aatais) C] 
result of your asthma? \ f 

Feel you had to AVOID A 7Y 

SITUATION OR « 4 ey ee, . pliili aca] aaiasy)C] vast | 


ENVIRONMENT BECAUSE Le j 
OF DUST? LrQrYr°~- ‘a | certify that | have entered answers to the ACQ and AQLQ(S) and completed the Visual 
. - Analog Scale (VAS) as accurately as | could and in a timely manner. 
I certify that corrections on ine(s) | { 
as recorded above have been done by mi 


. \ 
date SPL Ry 
it mmm yy) 


AQLA(S) 


Subdject’s Signature 
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